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This was a randomized, single-dose, two-way crossover study designed to compare the rate and 
extent of absorption of two formulations of omeprazole, 20 mg PRILOSEC OTC Tablets 
(Procter &  Gamble) and 20 mg PRILOSEC Capsules (manufactured for AstraZeneca LP by 
Merck &  Co. Inc.), under fasting conditions. 

Forty-eight healthy adults were enrolled in this two period crossover comparison of two 
formulations of omeprazole conducted at PRACS Institute, Ltd per Protocol PRIL-0367. 
Subjects received two separate drug administrations in assigned periods (Period I: October 18 - 
19, 2003 and Period II: October 25 - 26, 2003), one treatment per period, according to the 
randomization schedule. Dosing days were separated by a washout period of 7 days. An equal 
number of subjects were randomly assigned to each possible sequence of treatments. Drug 
administration consisted of an oral 20 mg omeprazole dose of the following treatments under 
fasting conditions: 

Test Product: 
Treatment A  

Reference Product: 
Treatment B  

Procter &  Gamble 
20 mg PRILOSEC OTCTM Tablets 
Lot 3242171971 
Expiration 03106 
AstraZeneca LP/ Merck &  Co. Inc. 
20 mg PRILOSEC@ Capsules 
Lot M7886 
Expiration 1 l-2004 

Blood samples were drawn prior to dosing (pre-dose) and at 0.25, 0.5, 1, ‘1.33, 1.67, 2, 2.33, 
2.67, 3, 3.33, 3.67, 4,4.5, 5, 5.5, 6,7, 8, 9, 10, 11, 12, 14, and 16 hours post-dose. The samples 
were shipped to CEDRA Corporation for analysis. 

Pharmacokinetic Analysis 

Concentration-time data obtained during the study were stored in the Watson LIM S  system 
(InnaPhase Corporation, Version 6.4.0.02) and transferred directly to W inNonlin (Pharsight, 
Enterprise Version 4.0) using the Custom Query Builder. Data for forty-five subjects were 
included in the pharmacokinetic and statistical analyses. 
Pharmacokinetic data were analyzed using noncompartmental methods in W inNonlin. The lower 
lim it of quantitation for the bioanalytical assay of omeprazole in plasma was 1.00 ng/mL. 
Concentration data that were below the lim it of quantitation (BLQ) were excluded from  the data 
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set prior to data summarization and pharmacokinetic analysis. BLQ concentrations at time-zero 
(pre-dose) were treated as zero in the analysis. 

The following pharmacokinetic parameters were calculated for each subject and period: peak 
concentration in plasma (C,,), time to peak concentration (Tmax), elimination rate constant (h,), 
terminal half-life (Tin), area under the concentration-time curve from time-zero to the time of the 
last quantifiable concentration (AU&& and area under the plasma concentration time curve 
from time-zero extrapolated to infinity (AUC,,r). 

Analysis of variance (ANOVA) and the Schuinnann’s two one-sided t-test procedures at the 5% 
significance level were applied to the pharmacolcinetic parameters obtained from the 
noncompartmental analysis, Cm=, TmaxI &, Tin. AUCh, and AU&r+ Natural logarithm (In) 
transformations of C,,, AUC],, and AUC,,t were included in the statistical analysis. The 90% 
confidence interval (CI) for the difference between the means of the Test Formulation and the 
Reference Product was calculated. Bioequivalence was declared if the lower and upper 
confidence intervals of the log-transformed parameters were within 80%-125%. Tmax values of 
the Test Formulation and the Reference pared using the non-parametric 
W ilcoxon Signed Rank Test. 

Results 

Forty-five subjects completed the study and wer\e included in pharmacokinetic and statistical 
analyses. Subjects 6, 17, and 46 did not co y and samples for these subjects were 
not assayed. Data and results are summ following figure and tables. Mean 
concentration-time data are shown in Tab Figure S  1. Results of the pharmacokinetic 
and statistical analyses are shown in Tables S2 through S5. 

Conclusions 

For comparisons of PRILOSEC OTC tablets to PRILOSEC capsules, statistical analysis of the 
data reveals that 90% confidence intervals are within the acceptable bioequivalent range of 80% 
and 125%, for the natural log transformed parameters ln(AUCt& and In(AUC&. The 90% 
confidence intervals for the natural log transformed parameter ln(C,,) were 117% - 146%. 
Therefore, this study demonstrates that PRILGSEC OTC table& 20 mg, distributed by Proctor &  
Gamble are not bioequivalent to PRILOSEC capsules, 20 mg, manufactured for AstraZeneca LP 
by Merck &  Co. Inc., following a single, oral 20 mg (1 x 20 mg) dose administered under fasting 
conditions. 
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Figure Sl: Mean Omeprazole Concentration vs Tie Plots for OSEC OTC Tablets 
(Treatment A) and PRILOSEC Capsules (Treatment B) under Fasting Conditions 

250 T 

200 
Ii- 

-p 

s 100 
f 

50 

0 
0 2 4 6 a 10 12 14 16 

Time (hr) 

0 2 4 6 a 10 12 14 16 

Time (hr) 

A = PRILOSEC OTC Tablets, I3 = PRILQSEC Capsules 
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Table Sl: Cc 

Time 
(hr) 
0.00 
0.25 
0.50 
1.00 
1.33 
1.67 
2.00 
2.33 
2.67 
3.00 
3.33 
3.67 
4.00 
4.50 
5.00 
5.50 
6.00 
7.00 
8.00 
9.00 
10.00 
11.00 
12.00 
14.00 
16.00 

n= Number of quantifiable concentrations at each scheduled time 

wentration-Tie Data after the A~t~tion of 
Treatment A: PRILOSEC OTC Tablets 

Mean SD cv 

0 
1 

12 
31 
37 
40 
41 
43 
43 
44 
44 
44 
44 
45 
45 
42 
40 
34 
25 
16 
10 
7 
6 
5 
3 

BLQ 
1.21 
10.1 
131 
207 
199 
204 
205 
185 
188 
181 
141 
116 
105 

77.2 
55.2 
44.4 
29.3 
24.5 
25.1 
28.7 
25.7 
14.7 
11.0 

NC 
NC 
12.8 
168 
269 
248 
218 
216 
175 
235 
287 
237 
217 
188 

156.5 
115.9 
96.4 
66.6 
52.5 
41.8 
34.5 
24.2 
14.9 
9.5 

NC 
NC 
127 
129 
130 
125 
107 
105 

94.7 
125 
159 
168 
187 
179 
203 
210 
217 
227 
214 
167 
120 

94.1 
101 
86.4 

BLQ = All concktrations below limit of quantification (1 .OO ng/mL) 
NC = Not calculated 

‘wo Formulations of Omeprazole 
Treatment B: PRIL.OSEC Capsules 

Meail n 
(ng/mL) anon g 

BLQ NC NC 0 
1 

19 
35 
41 
43 
43 
41 
43 
44 
45 
45 
45 
45 
45 
45 
44 
39 
30 
24 
15 
13 
6 
5 
4 

1.49 NC NC 
7.75 11.00 142 
69.8 97.9 140 
132 206 157 
147 200 136 
153 189 123 
163 188 116 
163 185 114 
178 238 133 
169 232 138 
150 213 142 
153 244 159 
1142 215 152 

98.7 163.0 165 
75.3 163.4 217 
50.6 102.9 203 
33.7 76.7 228 
26.5 58.4 220 
21.9 45.5 208 
24.4 40.8 167 
13.9 24.7 177 
22.1 22.2 101 
16.1 13.1 81.8 
24.2 26.9 111 



Table $2: Pha~aco~et 

Parameter 

TWX NJ 
C- bg/mU 
AUCl,t (hr*ng/mL) 
AUCu (hr*ng/mL) 
AUC~xtra, (%) 

L (hr”) 

TRZ O-9 

‘Lt (hr> 

GM fnglml) 

: Parameters for Omeprazole After On 
Treatment A: 

PRILOSEC OTC Tablets 

4ng 
Mean SD CV% 
2.50 1.19 47.62 

4s 431 303 70.45 
45 772.9 907.8 117.47 
45 778.3 920.9 118.33 
45 0.44 0.43 97.96 
45 0.9265 0.297 1 32.07 
45 0.85 0.37 43.23 
45 8.44 2.90 34.37 
45 2.71 5.58 206.17 

A~~tration 
Treatment B: 

PRILOSEC Capsules 
n Mean 

45 
45 
45 
45 
45 
45 
45 
45 

2.73 
351 

767.9 
777.8 
0.82 

0.8107 
1.19 
9.29 

SD - CV% 
1.19 43.35 
296 84.14 

991.1 129.07 
1017 130.73 
1.33 162.67 

0.2977 36.73 
1.51 127.17 
2.81 30.21 

45 3.74 9.57 255.65 1 

AtJCid (hr*ng/mL) 

h, W’) 0.9257 0.8121 0.1136 113.99 105.98 122.00 0.9922 Tm ON 0.8488 1.X801 -0.3313 71.92 40.59 103.26 0.2774 3 
if Statistical analysis based on n = 45 

Test = PRILOSEC OTC Tablets, Reference = PRlLOSEC Capsules 2 

3 
R 
8 6? 
g 8 

E 8 
;a = 

F & 
,b * 
s 5 



a Least Squares Mean for the Test Formulation (Test) and Reference Product (Ref) 
b Geometric Mean based on Least Squares Mean (LSM) of In-transformed values 
’ Difference = LS Mean (Test) - LS Mean (Ref) 
d 90% Confidence Interval 
Statistical analysis based on n = 45 
Test = PRILOSEC OTC Tablets, Reference = PRILOSEC Capsules 

-3 
Q 
5 
s Test = PRILOSEC OTC Tablets, Reference = PRILOSEC Capsules 
i% w Statistical analysis based on n = 45 


